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ABSTRACTS IN CARDIOLOGY

Rheumatic fever: pathogenesis revealed

Generations of medical students have been
taught concepts about the pathogenesis of
rheumatic fever which have great appeal. The
concept of “molecular mimicry”’ lays down
that certain components of the wall of certain
strains of steptococci fortuitously show close
molecular similarity with connective tissue
components of heart valves and myocardium
and that antibodies produced against the bac-
terial antigen cross react against the heart,
causing damage. The theory always had

inconsistencies. The Aschoff body has no his-
tological features that suggest humoral dam-
age and bound gamma globulin is not present
in the tissues. The present study shows that T
cells from the hearts of subjects who have had
rheumatic fever can recognise both cardiac
and bacterial wall antigens and the damage to
the heart is probably cell based—a small but
important change in thinking
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Backgmmd———ﬂ—ﬁemolyuc streptococcal infec-
tion in developing countries still causes thousands

seifandsuepmeoccalcomponmmhasbeenpm—
nity in_individuals with genetic suscepubﬂtty

tive antibodies have been demonstrated, heart tis-
sue damage seems to be T lymphocyte-dependent.
Westud;edthemﬁlmung'l‘lymphocytesm
rheumatic heart lesions with the aim of under-
,staudmg the role of cellular i mmnne response at
the site of the lesions.

Methods and results—We obtained 107 T-cell
clones from surgical fragments of cardiac tissue
from four rheumatic heart disease patients. We
tested their capacity to recognize streptococcal M
protein-derived synthcnc peptides and heart pro-

Human heart-infiltrating T-cell clones from rheumatic heart disease
patients recognim both streptococcal and cardiac proteins

L Gm'limme E Cunka-Neto, VCoeﬂm R Smtcokay, P M A Pomerantzeff, R V Assis, F Pedra, ¥ Neumann, A

of cases of rheumatic heart disease, dcmdmg sur--
gical valve correction. Antigenic mimicry between
corresponding to regions 1 through 25, 81 through
posed as the triggering factor }eadmg to autoimmu-

Atthough heart streptococcal-M protein cross-reac-
‘been known to bear heart cross-reactive epitopes at

_ and one is CD8"*.

cross-reactive T-cell clones in rheumatic heart
lesions suggests their direct involvement in the

 tective and pathogenic epitopes of streptococcal M
_protein is an important step in allowing the devel-

~ cine. (Circulation 1995;92:415-20.)

teins. We found eight infiltrating T-cell clones from
all four patients that simultaneously recognize
streptococcal M and heart proteins. Among the M-
proteins sequences tested, only synthetic peptides
103, and 163 through 177 were simultaneously rec-
ognized with heart protein fractions. Interestingly,
regions 81 through 103 and 163 through 177 have
the antibody level. Five of these clones are CD4",

Conclusions—The presence of heart-M protein

pathogenesis of this disease. The dissection of pro-

opment of a safe anti-streptococcal synthetic vac-




